. Pri-miR-18a has a high affinity towards hnRNP A1 binding. ribonuclease T1 (1, 1.5 units/μl), S1, nuclease S1 (1.25, 2.5 units/μl; 1 mM ZnCl 2 was present in each reaction mixture) and V1, ribonuclease V1 (0.037, 0.075 unit/ml). C, incubation control (without probe). F and T identify nucleotide residues subjected to partial digest formamide (every nucleotide) or with ribonuclease T1 (G-specific cleavage), respectively. Electrophoresis was performed in a 10% polyacrylamide gel under denaturing conditions. The positions of selected G residues are shown. The arrows indicate a dinucleotide mismatch in pri-miR-18a and a dinucleotide bulge in pri-miR-18b, respectively.
. Figure S4 . Swapping mutations in the stems of pri-miR-18a and 18b force local changes in the conformation of the stem loops, without perturbing the rest of the structure. Condition of analysis and abbreviations are as described for Figure S3 . 
SUPPLEMENTAL EXPERIMENTAL PROCEDURES

Materials and Methods
Preparation of plasmids and DNA templates
For the structural analysis, the RNA substrates were transcribed in vitro from a DNA fragment containing the T7 promoter sequence directly upstream of the pri-miRNA precursor sequence. The DNA fragments were amplified by PCR from human genomic DNA using the following oligonucleotides: pri-miR-17: T7-1018for-G (5'-TTAATACGACTCACTATAGGCCATCACCTTGTAAAACTGAAG-3') and 80rev
(5'-TAAAGCCCAACTTGGCTTCCCG-3'); pri-miR-19a: T7-236for-G (5'-TTAATACGACTCACTATAGGCGCCAAGCAAGTATATAGGTG-3') and 1446rev (5'-TTAGTAAAAATCATTCATTTG-3'); pri-miR-18a: T7-103for-G (5'-TTAATACGACTCACTATAGGCGTGCAGGGCCTGCTGATGTTGAGTGC-3') and 233rev (5'-GAATTATTGGATGAATACATAAC-3'); pri-miR-18b: T7-18bfor-G (5'-TTAATACGACTCACTATAGGCGCTTTTGAGCTGCTTCTTATAATG-3') and 18brev (5'-CTTTTAAAATGCTGTATATTAGGC-3'); pri-miR-18a_73nt: T7-1for-G (5'TTAATACGACTCACTATAGGTGTTCTAAGGTGCATCTAGT -3') and 71rev (5'-TGCCAGAAGGAGCACTTAG-3').
The sequences used for in vitro transcription and pri-miRNA processing assays were obtained by PCR from human genomic DNA, cloned in pGEM-T-easy (Promega) and linearized before transcription. The oligonucleotides used were as follows: pri-106a-18b-20b: clusterXfor (5'-CAGGAATATTAACTAGTAG-3') and clusterXrev (5'-ACGCTGAAATGCAAACCTGC-3'); pri-miR-17-18a-19a: 844for (5'-GAATTCTTAAGGCATAAATACG-3') and 1553rev (5'-GTAGATAACTAAACACTACC-3'); pri-miR-16_1: miR16for (5'-TGATAGCAATGTCAGCAGTGCC -3') and miR16rev (5'-
